
NDA 21-071/S-002

JUL 11 2000
SmithKline Beecham Corporation
Attention: Sharon W. Shapowal, RPh
One Franklin Plaza
200 N. 16th Street
Philadelphia, PA 19102

Dear Ms. Shapowal:

Please refer to your supplemental new drug application dated October 27, 1999, received
October 28, 1999, submitted under section 505(b) of the Federal Food, Drug, and Cosmetic Act
for Avandia® (rosiglitazone maleate) Tablets, 2 mg, 4 mg, and 8 mg.

We acknowledge receipt of your submission dated June 14, 2000.

This supplemental new drug application provides for revisions to the Edema subsection of the
PRECAUTIONS section of the package insert labeling. The following paragraph was added:

“Since thiazolidinediones can cause fluid retention, which can exacerbate congestive heart
failure, patients at risk for heart failure (particularly those on insulin) should be monitored
for signs and symptoms of heart failure (See PRECAUTIONS, Use in Patients with Heart
Failure).”

This labeling was submitted as an CBE and was in implemented on November 5, 1999. The FPL
submitted (dated October 27, 1999), was compared to the labeling that was
approved for this supplement (labeling dated April 3,2000); no other revisions were made.

We have completed the review of this supplemental application, as amended, and have
concluded that adequate information has been presented to demonstrate that the drug product is
safe and effective for use as recommended in the submitted final printed labeling (package insert
submitted October 27, 1999. Accordingly, the supplemental application is approved effective on
the date of this letter.

If a letter communicating important information about this drug product (i.e., a “Dear Health
Care Practitioner” letter) is issued to physicians and others responsible for patient care, we
request that you submit a copy of the letter to this NDA and a copy to the following address:

MEDWATCH, HF-2
FDA
5600 Fishers Lane
Rockville, MD 20857
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PRESCRIBING INFORMATION

AVANDIA
!"#$%&'(
rosiglitazone maleate tablets

DESCRIPTION
)*#$%+#&,"'-+./+0#1'$2&3#/2#024&+-&#$&'"#/&#$0+%+#!20+5&#.2$0&67+57&#50-&8"+3#"+/9&!9
+$5"2#-+$.&+$-:/+$&-2$-+0+*+09;&Avandia&+-&:-2%&+$&072&3#$#.232$0&'(&0982&<&%+#!202-
32//+0:-&,#/-'&=$'6$&#-&$'$>+$-:/+$>%282$%2$0&%+#!202-&32//+0:-&?@ABBCD&'"&#%:/0>'$-20
%+#!202-4;&Avandia&+38"'*2-&./9523+5&5'$0"'/&67+/2&"2%:5+$.&5+"5:/#0+$.&+$-:/+$&/2*2/-;

E7#"3#5'/'.+5#/&-0:%+2-&+$&#$+3#/&3'%2/-&+$%+5#02&07#0&"'-+./+0#1'$2&+38"'*2-&-2$-+0+*+09
0'&+$-:/+$&+$&3:-5/2&#$%&#%+8'-2&0+--:2&#$%&+$7+!+0-&728#0+5&./:5'$2'.2$2-+-;
F'-+./+0#1'$2&3#/2#02&+-&$'0&5723+5#//9&'"&(:$50+'$#//9&"2/#02%&0'&072&-:/('$9/:"2#-G&072
!+.:#$+%2-G&'"&072&#/87#>./:5'-+%#-2&+$7+!+0'"-;

H723+5#//9G&"'-+./+0#1'$2&3#/2#02&+-&,I4>J>??K>?<>,32079/><>
89"+%+$9/#3+$'4207'L9D872$9/D32079/D><GK>07+#1'/+%+$2%+'$2G&,Z4><>!:02$2%+'#02&,MNM4
6+07&#&3'/25:/#"&62+.70&'(&KOP;J<&,PJO;KK&("22&!#-24;&Q72&3'/25:/2&7#-&#&-+$./2&57+"#/
52$02"&#$%&+-&8"2-2$0&#-&#&"#523#02;&B:2&0'&"#8+%&+$02"5'$*2"-+'$G&072&2$#$0+'32"-&#"2
(:$50+'$#//9&+$%+-0+$.:+-7#!/2;&Q72&-0":50:"#/&('"3:/#&+-N

"'-+./+0#1'$2&3#/2#02

Q72&3'/25:/#"&('"3:/#&+-&HMRSMT@PUPVWHKSKUK;&F'-+./+0#1'$2&3#/2#02&+-&#&67+02&0'&'((>
67+02&-'/+%&6+07&#&32/0+$.&8'+$0&"#$.2&'(&M<<X&0'&M<PXH;&Q72&8Y#&*#/:2-&'(&"'-+./+0#1'$2
3#/2#02&#"2&Z;R&#$%&Z;M;&A0&+-&"2#%+/9&-'/:!/2&+$&207#$'/&#$%&#&!:((2"2%&#[:2':-&-'/:0+'$
6+07&8S&'(&<;P\&-'/:!+/+09&%25"2#-2-&6+07&+$5"2#-+$.&8S&+$&072&879-+'/'.+5#/&"#$.2;

]#57&82$0#.'$#/&(+/3>5'#02%&Q+/0#! &0#!/20&5'$0#+$-&"'-+./+0#1'$2&3#/2#02&2[:+*#/2$0&0'
"'-+./+0#1'$2G&<&3.G&K&3.G&'"&R&3.G&('"&'"#/&#%3+$+-0"#0+'$;&A$#50+*2&+$."2%+2$0-&#"2N
79%"'L98"'89/&32079/52//:/'-2G&/#50'-2&3'$'79%"#02G&3#.$2-+:3&-02#"#02G
3+5"'5"9-0#//+$2&52//:/'-2G&8'/92079/2$2&./95'/&P^^^G&-'%+:3&-0#"57&./95'/#02G&0+0#$+:3
%+'L+%2G&0"+#520+$G&#$%&'$2&'"&3'"2&'(&072&('//'6+$.N&-9$0720+5&"2%&#$%&92//'6&+"'$&'L+%2-
#$%&0#/5;



CLINICAL PHARMACOLOGY
Mechanism of Action
F'-+./+0#1'$2G&#&323!2"&'(&072&07+#1'/+%+$2%+'$2&5/#--&'(&#$0+%+#!20+5&#.2$0-G&+38"'*2-
./9523+5&5'$0"'/&!9&+38"'*+$.&+$-:/+$&-2$-+0+*+09;&F'-+./+0#1'$2&+-&#&7+.7/9&-2/250+*2&#$%
8'02$0&#.'$+-0&('"&072&82"'L+-'32&8"'/+(2"#0'">#50+*#02%&"25280'">.#33#&,EE)Fγ4;&A$
7:3#$-G&EE)F&"25280'"-&#"2&(':$%&+$&=29&0#".20&0+--:2-&('"&+$-:/+$&#50+'$&-:57&#-&#%+8'-2
0+--:2G&-=2/20#/&3:-5/2G&#$%&/+*2";&)50+*#0+'$&'(&EE)Fγ&$:5/2#"&"25280'"-&"2.:/#02-&072
0"#$-5"+80+'$&'(&+$-:/+$>"2-8'$-+*2&.2$2-&+$*'/*2%&+$&072&5'$0"'/&'(&./:5'-2&8"'%:50+'$G
0"#$-8'"0G&#$%&:0+/+1#0+'$;&A$&#%%+0+'$G&EE)Fγ>"2-8'$-+*2&.2$2-&#/-'&8#"0+5+8#02&+$&072
"2.:/#0+'$&'(&(#009&#5+%&320#!'/+-3;

A$-:/+$&"2-+-0#$52&+-&#&5'33'$&(2#0:"2&57#"#502"+1+$.&072&8#07'.2$2-+-&'(&0982&<&%+#!202-;
Q72&#$0+%+#!20+5&#50+*+09&'(&"'-+./+0#1'$2&7#-&!22$&%23'$-0"#02%&+$&#$+3#/&3'%2/-&'(&0982
<&%+#!202-&+$&67+57&7982"./9523+#&#$%_'"&+38#+"2%&./:5'-2&0'/2"#$52&+-&#&5'$-2[:2$52&'(
+$-:/+$&"2-+-0#$52&+$&0#".20&0+--:2-;&F'-+./+0#1'$2&"2%:52-&!/''%&./:5'-2&5'$52$0"#0+'$-
#$%&"2%:52-&7982"+$-:/+$23+#&+$&072&'!_'!&'!2-2&3':-2G&%!_%!&%+#!20+5&3':-2G&#$%&(#_(#
(#009&`:5=2"&"#0;&F'-+./+0#1'$2&#/-'&8"2*2$0-&072&%2*2/'832$0&'(&'*2"0&%+#!202-&+$&!'07&072
%!_%!&3':-2&#$%&`:5=2"&(#_(#&B+#!20+5&a#009&"#0&3'%2/-;

A$&#$+3#/&3'%2/-G&"'-+./+0#1'$2b-&#$0+%+#!20+5&#50+*+09&6#-&-7'6$&0'&!2&32%+#02%&!9
+$5"2#-2%&-2$-+0+*+09&0'&+$-:/+$b-&#50+'$&+$&072&/+*2"G&3:-5/2G&#$%&#%+8'-2&0+--:2-;&Q72
2L8"2--+'$&'(&072&+$-:/+$>"2.:/#02%&./:5'-2&0"#$-8'"02"&cdeQ>K&6#-&+$5"2#-2%&+$&#%+8'-2
0+--:2;&F'-+./+0#1'$2&%+%&$'0&+$%:52&798'./9523+#&+$&#$+3#/&3'%2/-&'(&0982&<&%+#!202-
#$%_'"&+38#+"2%&./:5'-2&0'/2"#$52;

Pharmacokinetics and Drug Metabolism
C#L+3:3&8/#-3#&5'$52$0"#0+'$&,H3#L4&#$%&072&#"2#&:$%2"&072&5:"*2&,)eH4&'(
"'-+./+0#1'$2&+$5"2#-2&+$&#&%'-2>8"'8'"0+'$#/&3#$$2"&'*2"&072&072"#82:0+5&%'-2&"#$.2
,Q#!/2&M4;&Q72&2/+3+$#0+'$&7#/(>/+(2&+-&P&0'&K&7':"-&#$%&+-&+$%282$%2$0&'(&%'-2;



Table 1. Mean (SD) Pharmacokinetic Parameters for Rosiglitazone Following Single
Oral Doses (N=32)
Parameter 1 mg

Fasting
2 mg

Fasting
8 mg

Fasting
8 mg
Fed

)eH&^>+$( PJR OPP <TOM <RT^
&&?$.;7";_3dD ,MM<4 ,MRK4 ,OP^4 ,OTJ4

H3#L OZ MJZ JTR KP<
&&?$._3dD ,MP4 ,K<4 ,MMO4 ,T<4

S#/(>/+(2&?7";D P;MZ P;MJ P;PO P;JT
,^;O<4 ,^;PT4 ,^;ZP4 ,^;O^4

Hd_af&?d_7";D P;^P <;RT <;RJ <;TO
,^;RO4 ,^;OM4 ,^;ZT4 ,^;RM4

fHd_a&g&U"#/&H/2#"#$52;

Absorption
Q72&#!-'/:02&!+'#*#+/#!+/+09&'(&"'-+./+0#1'$2&+-&TTh;&E2#=&8/#-3#&5'$52$0"#0+'$-&#"2
'!-2"*2%&#!':0&M&7':"&#(02"&%'-+$.;&)%3+$+-0"#0+'$&'(&"'-+./+0#1'$2&6+07&(''%&"2-:/02%&+$
$'&57#$.2&+$&'*2"#//&2L8'-:"2&,)eH4G&!:0&072"2&6#-&#$&#88"'L+3#02/9&<Rh&%25"2#-2&+$
H3#L&#$%&#&%2/#9&+$&Q3#L&,M;OJ&7':"-4;&Q72-2&57#$.2-&#"2&$'0&/+=2/9&0'&!2&5/+$+5#//9
-+.$+(+5#$0\&072"2('"2G&Avandia&,"'-+./+0#1'$2&3#/2#024&3#9&!2&#%3+$+-02"2%&6+07&'"
6+07':0&(''%;

Distribution
Q72&32#$&,Hih4&'"#/&*'/:32&'(&%+-0"+!:0+'$&,i--_a4&'(&"'-+./+0#1'$2&+-&#88"'L+3#02/9
MO;Z&,P^h4&/+02"-G&!#-2%&'$&#&8'8:/#0+'$&87#"3#5'=+$20+5&#$#/9-+-;&F'-+./+0#1'$2&+-
#88"'L+3#02/9&TT;Rh&!':$%&0'&8/#-3#&8"'02+$-G&8"+3#"+/9&#/!:3+$;

Metabolism
F'-+./+0#1'$2&+-&2L02$-+*2/9&320#!'/+12%&6+07&$'&:$57#$.2%&%":.&2L5"202%&+$&072&:"+$2;
Q72&3#j'"&"':02-&'(&320#!'/+-3&62"2&@>%232079/#0+'$&#$%&79%"'L9/#0+'$G&('//'62%&!9
5'$j:.#0+'$&6+07&-:/(#02&#$%&./:5:"'$+5&#5+%;&)//&072&5+"5:/#0+$.&320#!'/+02-&#"2
5'$-+%2"#!/9&/2--&8'02$0&07#$&8#"2$0&#$%G&072"2('"2G&#"2&$'0&2L82502%&0'&5'$0"+!:02&0'&072
+$-:/+$>-2$-+0+1+$.&#50+*+09&'(&"'-+./+0#1'$2;

In vitro&%#0#&%23'$-0"#02&07#0&"'-+./+0#1'$2&+-&8"2%'3+$#$0/9&320#!'/+12%&!9&H90'57"'32
EKJ^&,HkE4&+-'2$1932&<HRG&6+07&HkE<HT&5'$0"+!:0+$.&#-&#&3+$'"&8#076#9;

Excretion
a'//'6+$.&'"#/&'"&+$0"#*2$':-&#%3+$+-0"#0+'$&'(&?MKHD"'-+./+0#1'$2&3#/2#02G
#88"'L+3#02/9&ZKh&#$%&<Ph&'(&072&%'-2&6#-&2/+3+$#02%&+$&072&:"+$2&#$%&+$&072&(252-G
"2-8250+*2/9;&Q72&8/#-3#&7#/(>/+(2&'(&?MKHD"2/#02%&3#02"+#/&"#$.2%&("'3&M^P&0'&MJR&7':"-;



Population Pharmacokinetics in Patients with Type 2 Diabetes
E'8:/#0+'$&87#"3#5'=+$20+5&#$#/9-2-&("'3&07"22&/#".2&5/+$+5#/&0"+#/-&+$5/:%+$.&ZK<&32$
#$%&K^J&6'32$&6+07&0982&<&%+#!202-&,#.2%&PJ&0'&R^&92#"-4&-7'62%&07#0&072
87#"3#5'=+$20+5-&'(&"'-+./+0#1'$2&#"2&$'0&+$(/:2$52%&!9&#.2G&"#52G&-3'=+$.G&'"&#/5'7'/
5'$-:380+'$;&l'07&'"#/&5/2#"#$52&,Hd_a4&#$%&'"#/&-02#%9>-0#02&*'/:32&'(&%+-0"+!:0+'$
,i--_a4&62"2&-7'6$&0'&+$5"2#-2&6+07&+$5"2#-2-&+$&!'%9&62+.70;&U*2"&072&62+.70&"#$.2
'!-2"*2%&+$&072-2&#$#/9-2-&,J^&0'&MJ^&=.4G&072&"#$.2&'(&8"2%+502%&Hd_a&#$%&i--_a&*#/:2-
*#"+2%&!9&mM;O>('/%&#$%&m<;P>('/%G&"2-8250+*2/9;&)%%+0+'$#//9G&"'-+./+0#1'$2&Hd_a&6#-
-7'6$&0'&!2&+$(/:2$52%&!9&!'07&62+.70&#$%&.2$%2"G&!2+$.&/'62"&,#!':0&MJh4&+$&(23#/2
8#0+2$0-;

Special Populations
).2N&F2-:/0-&'(&072&8'8:/#0+'$&87#"3#5'=+$20+5&#$#/9-+-&,$gOMZ&mZJ&92#"-\&$gPPM
nZJ&92#"-4&-7'62%&07#0&#.2&%'2-&$'0&-+.$+(+5#$0/9&#((250&072&87#"3#5'=+$20+5-&'(
"'-+./+0#1'$2;

GenderN&F2-:/0-&'(&072&8'8:/#0+'$&87#"3#5'=+$20+5-&#$#/9-+-&-7'62%&07#0&072&32#$&'"#/
5/2#"#$52&'(&"'-+./+0#1'$2&+$&(23#/2&8#0+2$0-&,$gK^J4&6#-&#88"'L+3#02/9&Zh&/'62"
5'38#"2%&0'&3#/2&8#0+2$0-&'(&072&-#32&!'%9&62+.70&,$gZK<4;

)-&3'$'072"#89&#$%&+$&5'3!+$#0+'$&6+07&320('"3+$G&Avandia&+38"'*2%&./9523+5&5'$0"'/
+$&!'07&3#/2-&#$%&(23#/2-;&A$&320('"3+$&5'3!+$#0+'$&-0:%+2-G&2((+5#59&6#-&%23'$-0"#02%
6+07&$'&.2$%2"&%+((2"2$52-&+$&./9523+5&"2-8'$-2;

A$&3'$'072"#89&-0:%+2-G&#&."2#02"&072"#82:0+5&"2-8'$-2&6#-&'!-2"*2%&+$&(23#/2-\&7'62*2"G
+$&3'"2&'!2-2&8#0+2$0-G&.2$%2"&%+((2"2$52-&62"2&/2--&2*+%2$0;&a'"&#&.+*2$&!'%9&3#--&+$%2L
,lCA4G&(23#/2-&02$%&0'&7#*2&#&."2#02"&(#0&3#--&07#$&3#/2-;&V+$52&072&3'/25:/#"&0#".20
EE)Fγ +-&2L8"2--2%&+$&#%+8'-2&0+--:2-G&07+-&%+((2"2$0+#0+$.&57#"#502"+-0+5&3#9&#55':$0G&#0
/2#-0&+$&8#"0G&('"&072&."2#02"&"2-8'$-2&0'&Avandia&+$&(23#/2-;&V+$52&072"#89&-7':/%&!2
+$%+*+%:#/+12%G&$'&%'-2&#%j:-032$0-&#"2&$252--#"9&!#-2%&'$&.2$%2"&#/'$2;

Hepatic ImpairmentN&e$!':$%&'"#/&5/2#"#$52&'(&"'-+./+0#1'$2&6#-&-+.$+(+5#$0/9&/'62"&+$
8#0+2$0-&6+07&3'%2"#02&0'&-2*2"2&/+*2"&%+-2#-2&,H7+/%>E:.7&H/#--&l_H4&5'38#"2%&0'
72#/079&-:!j250-;&)-&#&"2-:/0G&:$!':$%&H3#L&#$%&)eH^>+$(&62"2&+$5"2#-2%&<>&#$%&P>('/%G
"2-8250+*2/9;&]/+3+$#0+'$&7#/(>/+(2&('"&"'-+./+0#1'$2&6#-&#!':0&<&7':"-&/'$.2"&+$&8#0+2$0-
6+07&/+*2"&%+-2#-2G&5'38#"2%&0'&72#/079&-:!j250-;

Q72"#89&6+07&)*#$%+#&,"'-+./+0#1'$2&3#/2#024&-7':/%&$'0&!2&+$+0+#02%&+(&072&8#0+2$0
2L7+!+0-&5/+$+5#/&2*+%2$52&'(&#50+*2&/+*2"&%+-2#-2&'"&+$5"2#-2%&-2":3&0"#$-#3+$#-2&/2*2/-
,)dQ&o<;Jp&:882"&/+3+0&'(&$'"3#/4&#0&!#-2/+$2&,-22&EF]H)eQAU@VG&Hepatic Effects4;



Renal ImpairmentN&Q72"2&#"2&$'&5/+$+5#//9&"2/2*#$0&%+((2"2$52-&+$&072&87#"3#5'=+$20+5-
'(&"'-+./+0#1'$2&+$&8#0+2$0-&6+07&3+/%&0'&-2*2"2&"2$#/&+38#+"32$0&'"&+$&723'%+#/9-+->
%282$%2$0&8#0+2$0-&5'38#"2%&0'&-:!j250-&6+07&$'"3#/&"2$#/&(:$50+'$;&@'&%'-#.2
#%j:-032$0&+-&072"2('"2&"2[:+"2%&+$&-:57&8#0+2$0-&"252+*+$.&Avandia;&V+$52&320('"3+$&+-
5'$0"#+$%+5#02%&+$&8#0+2$0-&6+07&"2$#/&+38#+"32$0G&5'>#%3+$+-0"#0+'$&'(&320('"3+$&6+07
Avandia&+-&5'$0"#+$%+5#02%&+$&072-2&8#0+2$0-;

RaceN&F2-:/0-&'(&#&8'8:/#0+'$&87#"3#5'=+$20+5&#$#/9-+-&+$5/:%+$.&-:!j250-&'(&H#:5#-+#$G
!/#5=G&#$%&'072"&207$+5&'"+.+$-&+$%+5#02&07#0&"#52&7#-&$'&+$(/:2$52&'$&072&87#"3#5'=+$20+5-
'(&"'-+./+0#1'$2;

Pediatric UseN&Q72&-#(209&#$%&2((250+*2$2--&'(&Avandia&+$&82%+#0"+5&8#0+2$0-&7#*2&$'0
!22$&2-0#!/+-72%;

Pharmacodynamics and Clinical Effects
A$&5/+$+5#/&-0:%+2-G&0"2#032$0&6+07&Avandia&"2-:/02%&+$&#$&+38"'*232$0&+$&./9523+5
5'$0"'/G&#-&32#-:"2%&!9&(#-0+$.&8/#-3#&./:5'-2&,aEc4&#$%&723'./'!+$&)M5&,S!)M54G
6+07&#&5'$5:""2$0&"2%:50+'$&+$&+$-:/+$&#$%&H>8280+%2;&E'-08"#$%+#/&./:5'-2&#$%&+$-:/+$
62"2&#/-'&"2%:52%;&Q7+-&+-&5'$-+-02$0&6+07&072&3257#$+-3&'(&#50+'$&'(&Avandia&#-&#$
+$-:/+$&-2$-+0+12";&Q72&+38"'*232$0&+$&./9523+5&5'$0"'/&6#-&%:"#!/2G&6+07&3#+$02$#$52
'(&2((250&('"&J<&622=-;&Q72&3#L+3:3&"25'332$%2%&%#+/9&%'-2&+-&R&3.;&B'-2>"#$.+$.
-0:%+2-&-:..2-02%&07#0&$'&#%%+0+'$#/&!2$2(+0&6#-&'!0#+$2%&6+07&#&0'0#/&%#+/9&%'-2&'(&M<&3.;

Q72&#%%+0+'$&'(&Avandia&0'&320('"3+$&"2-:/02%&+$&-+.$+(+5#$0&"2%:50+'$-&+$&7982"./9523+#
5'38#"2%&0'&2+072"&'(&072&#.2$0-&#/'$2;&Q72-2&"2-:/0-&#"2&5'$-+-02$0&6+07&#&-9$2".+-0+5
2((250&'(&Avandia&8/:-&320('"3+$&5'3!+$#0+'$&072"#89&'$&./9523+5&5'$0"'/;

F2%:50+'$&+$&7982"./9523+#&6#-&#--'5+#02%&6+07&+$5"2#-2-&+$&62+.70;&A$&072&<Z>622=
5/+$+5#/&0"+#/-G&072&32#$&62+.70&.#+$&+$&8#0+2$0-&0"2#02%&6+07&Avandia&6#-&M;<&=.&,K&3.
%#+/94&0'&P;J&=.&,R&3.&%#+/94&672$&#%3+$+-02"2%&#-&3'$'072"#89&#$%&^;O&=.&,K&3.&%#+/94
#$%&<;P&=.&,R&3.&%#+/94&672$&#%3+$+-02"2%&+$&5'3!+$#0+'$&6+07&320('"3+$;&)&32#$
62+.70&/'--&'(&#!':0&M&=.&6#-&-22$&('"&!'07&8/#52!'&#$%&320('"3+$&#/'$2&+$&072-2&-0:%+2-;
A$&072&J<>622=&./9!:"+%2>5'$0"'//2%&-0:%9G&072"2&6#-&#&32#$&62+.70&.#+$&'(&M;OJ&=.&0'
<;TJ&=.&('"&8#0+2$0-&0"2#02%&6+07&K&3.&#$%&R&3.&'(&Avandia&%#+/9G&"2-8250+*2/9G&*2"-:-&M;T
=.&+$&./9!:"+%2>0"2#02%&8#0+2$0-;

E#0+2$0-&6+07&/+8+%&#!$'"3#/+0+2-&62"2&$'0&2L5/:%2%&("'3&5/+$+5#/&0"+#/-&'(&Avandia;&A$&#//
<Z>622=&5'$0"'//2%&0"+#/-G&#5"'--&072&"25'332$%2%&%'-2&"#$.2G&Avandia&#-&3'$'072"#89
6#-&#--'5+#02%&6+07&+$5"2#-2-&+$&0'0#/&57'/2-02"'/G&dBdG&#$%&SBd&#$%&%25"2#-2-&+$&("22
(#009&#5+%-;&Q72-2&57#$.2-&62"2&-0#0+-0+5#//9&-+.$+(+5#$0/9&%+((2"2$0&("'3&8/#52!'&'"
./9!:"+%2&5'$0"'/-&,Q#!/2&<4;



A$5"2#-2-&+$&dBd&'55:""2%&8"+3#"+/9&%:"+$.&072&(+"-0&M&0'&<&3'$07-&'(&072"#89&6+07
Avandia&#$%&dBd&/2*2/-&"23#+$2%&2/2*#02%&#!'*2&!#-2/+$2&07"':.7':0&072&0"+#/-;&A$
5'$0"#-0G&SBd&5'$0+$:2%&0'&"+-2&'*2"&0+32;&)-&#&"2-:/0G&072&dBd_SBd&"#0+'&82#=2%&#(02"&<
3'$07-&'(&072"#89&#$%&072$&#882#"2%&0'&%25"2#-2&'*2"&0+32;&l25#:-2&'(&072&0238'"#/
$#0:"2&'(&/+8+%&57#$.2-G&072&J<>622=&./9!:"+%2>5'$0"'//2%&-0:%9&+-&3'-0&82"0+$2$0&0'&#--2--
/'$.>02"3&2((250-&'$&/+8+%-;&)0&!#-2/+$2G&622=&<ZG&#$%&622=&J<G&32#$&dBd_SBd&"#0+'-
62"2&P;MG&P;<G&#$%&P;^G&"2-8250+*2/9G&('"&Avandia&K&3.&06+52&%#+/9;&Q72&5'""2-8'$%+$.
*#/:2-&('"&./9!:"+%2&62"2&P;<G&P;MG&#$%&<;T;&Q72&%+((2"2$52-&+$&57#$.2&("'3&!#-2/+$2
!20622$&Avandia&#$%&./9!:"+%2&#0&622=&J<&62"2&-0#0+-0+5#//9&-+.$+(+5#$0;

Q72&8#002"$&'(&dBd&#$%&SBd&57#$.2-&('//'6+$.&072"#89&6+07&Avandia&+$&5'3!+$#0+'$
6+07&320('"3+$&62"2&.2$2"#//9&-+3+/#"&0'&07'-2&-22$&6+07&Avandia&+$&3'$'072"#89;

Q72&57#$.2-&+$&0"+./952"+%2-&%:"+$.&072"#89&6+07&)*#$%+#&,"'-+./+0#1'$2&3#/2#024&62"2
*#"+#!/2&#$%&62"2&.2$2"#//9&$'0&-0#0+-0+5#//9&%+((2"2$0&("'3&8/#52!'&'"&./9!:"+%2&5'$0"'/-;

Table 2. Summary of Mean Lipid Changes in 26-Week Placebo-Controlled and
52-Week Glyburide-Controlled Monotherapy Studies

Placebo-controlled
Studies

Week 26

Glyburide-controlled
Study

Week 26 and Week 52
Avandia Glyburide titration Avandia 8 mg

Placebo 4 mg
daily*

8 mg
daily*

Wk 26 Wk 52 Wk 26 Wk 52

 Free Fatty
 Acids
&@ <^O K<R KPZ MRM MZR MZZ MKJ
&l#-2/+$2
&,32#$4 MR;M MO;J MO;T <Z;K <Z;K <Z;T <Z;Z
&h&H7#$.2
&("'3&!#-2>
&/+$2&,32#$4 q^;<h rO;Rh rMK;Oh r<;Kh rK;Oh r<^;Rh r<M;Jh
&LDL
&@ MT^ K^^ POK MOJ MZ^ MZM MPP
&l#-2/+$2
&,32#$4 M<P;O M<Z;R M<J;P MK<;O MKM;T MK<;M MK<;M
&h&H7#$.2
&("'3&!#-2>
&/+$2&,32#$4 qK;Rh qMK;Mh qMR;Zh r^;Th r^;Jh qMM;Th qM<;Mh
&HDL
&@ <^R K<T KPZ MRK MO^ MO^ MKJ
&l#-2/+$2
&,32#$4 KK;M KK;K KP;^ KO;< KO;O KR;K KR;P
&h&H7#$.2
&("'3&!#-2>
&/+$2&,32#$4 qR;^h qMM;Kh qMK;<h qK;Ph qR;Oh qMK;^h qMR;Jh
fU$52&%#+/9&#$%&06+52&%#+/9&%'-+$.&."':8-&62"2&5'3!+$2%;
Clinical Studies



Monotherapy
)&0'0#/&'(&<PMJ&8#0+2$0-&6+07&0982&<&%+#!202-G&8"2*+':-/9&0"2#02%&6+07&%+20&#/'$2&'"
#$0+%+#!20+5&32%+5#0+'$,-4G&62"2&0"2#02%&6+07&Avandia&#-&3'$'072"#89&+$&-+L&%':!/2>!/+$%
-0:%+2-G&67+57&+$5/:%2%&06'&<Z>622=&8/#52!'>5'$0"'//2%&-0:%+2-G&'$2&J<>622=&./9!:"+%2>
5'$0"'//2%&-0:%9G&#$%&07"22&8/#52!'>5'$0"'//2%&%'-2>"#$.+$.&-0:%+2-&'(&R&0'&M<&622=-b
%:"#0+'$;&E"2*+':-&#$0+%+#!20+5&32%+5#0+'$,-4&62"2&6+07%"#6$&#$%&8#0+2$0-&2$02"2%&#&<&0'
K&622=&8/#52!'&":$>+$&82"+'%&8"+'"&0'&"#$%'3+1#0+'$;

Q6'&<Z>622=G&%':!/2>!/+$%G&8/#52!'>5'$0"'//2%&0"+#/-G&+$&8#0+2$0-&6+07&0982&<&%+#!202-
6+07&+$#%2[:#02&./9523+5&5'$0"'/&,32#$&!#-2/+$2&aEc&#88"'L+3#02/9&<<R&3._%d&#$%
32#$&!#-2/+$2&S!)M5&R;Th4G&62"2&5'$%:502%;&Q"2#032$0&6+07&Avandia&8"'%:52%
-0#0+-0+5#//9&-+.$+(+5#$0&+38"'*232$0-&+$&aEc&#$%&S!)M5&5'38#"2%&0'&!#-2/+$2&#$%
"2/#0+*2&0'&8/#52!'&,Q#!/2&P4;

Table 3. Glycemic Parameters in Two 26-Week Placebo-Controlled Trials
Placebo Avandia

2 mg twice
daily

Avandia
4 mg twice

daily
STUDY A
N MJR MZZ MZT
FPG (mg/dL)
l#-2/+$2&,32#$4 <<T <<O <<^
H7#$.2&("'3&!#-2/+$2&,32#$4 MT rPR &rJK
B+((2"2$52&("'3
&&8/#52!'&,#%j:-02%&32#$4

&rJRf &rOZf

Responders
(≥≥≥≥30 mg/dL decrease
from baseline)

MZ&h JKh ZKh

HbA1c (%)

l#-2/+$2&,32#$4 T;^ T;^ R;R
H7#$.2&("'3&!#-2/+$2&,32#$4 ^;T r^;P r^;Z
B+((2"2$52&("'3&8/#52!'
&&,#%j:-02%&32#$4

&rM;<f &rM;Jf

Responders
(≥≥≥≥0.7% decrease
from baseline)

Zh K^h K<h



Placebo Avandia
4 mg
once
daily

Avandia
2 mg
twice
daily

Avandia
8 mg
once
daily

Avandia
4 mg
twice
daily

STUDY B

N MOP MR^ MRZ MRM MRO
FPG (mg/dL)
l#-2/+$2&,32#$4 <<J <<T <<J <<R <<R
H7#$.2&("'3&!#-2/+$2
,32#$4 R ><J >PJ >K< >JJ
B+((2"2$52
a"'3&8/#52!'
,#%j:-02%&32#$4

> >PMf >KPf >KTf >Z<f

Responders
(≥≥≥≥30 mg/dL
decrease from
baseline)

MTh KJh JKh JRh O^h

HbA1c (%)
l#-2/+$2&,32#$4 R;T R;T R;T R;T T;^
H7#$.2&("'3&!#-2/+$2
&,32#$4

^;R ^;^ >^;M >^;P >^;O

B+((2"2$52
a"'3&8/#52!'
,#%j:-02%&32#$4

> >^;Rf &>^;Tf >M;Mf M;Jf

Responders
(≥≥≥≥ 0.7 decrease
from baseline)

Th <Rh <Th PTh JKh

f&m^;^^^M&5'38#"2%&0'&8/#52!';

s72$&#%3+$+-02"2%&#0&072&-#32&0'0#/&%#+/9&%'-2G&Avandia&6#-&.2$2"#//9&3'"2&2((250+*2&+$
"2%:5+$.&aEc&#$%&S!)M5&672$&#%3+$+-02"2%&+$&%+*+%2%&%'-2-&06+52&%#+/9&5'38#"2%&0'
'$52&%#+/9&%'-2-;&S'62*2"G&('"&S!)M5G&072&%+((2"2$52&!20622$&072&K&3.&'$52&%#+/9&#$%&<
3.&06+52&%#+/9&%'-2-&6#-&$'0&-0#0+-0+5#//9&-+.$+(+5#$0;

d'$.>02"3&3#+$02$#$52&'(&2((250&6#-&2*#/:#02%&+$&#&J<>622=G&%':!/2>!/+$%G&./9!:"+%2>
5'$0"'//2%&0"+#/&+$&8#0+2$0-&6+07&0982&<&%+#!202-;&E#0+2$0-&62"2&"#$%'3+12%&0'&0"2#032$0
6+07&)*#$%+#&,"'-+./+0#1'$2&3#/2#024&<&3.&06+52&%#+/9&,@gMTJ4&'"&Avandia&K&3.&06+52
%#+/9&,@gMRT4&'"&./9!:"+%2&,@g<^<4&('"&J<&622=-;&E#0+2$0-&"252+*+$.&./9!:"+%2&62"2
.+*2$&#$&+$+0+#/&%'-#.2&'(&2+072"&<;J&3._%#9&'"&J;^&3._%#9;&Q72&%'-#.2&6#-&072$&0+0"#02%
+$
<;J&3._%#9&+$5"232$0-&'*2"&072&$2L0&M<&622=-G&0'&#&3#L+3:3&%'-#.2&'(&MJ;^&3._%#9&+$
'"%2"&0'&'80+3+12&./9523+5&5'$0"'/;&Q72"2#(02"&072&./9!:"+%2&%'-2&6#-&=280&5'$-0#$0;

BRL-049653/current 000008



Q72&32%+#$&0+0"#02%&%'-2&'(&./9!:"+%2&6#-&O;J&3.;&)//&0"2#032$0-&"2-:/02%&+$&#&-0#0+-0+5#//9
-+.$+(+5#$0&+38"'*232$0&+$&./9523+5&5'$0"'/&("'3&!#-2/+$2&,a+.:"2-&M&#$%&<4;&)0&072&2$%
'(&622=&J<G&072&"2%:50+'$&("'3&!#-2/+$2&+$&aEc&#$%&S!)M5&6#-&rK^;R&3._%d&#$%&r
^;JPh&6+07&Avandia&K&3.&06+52&%#+/9\&r<J;K&3._%d&#$%&r^;<Oh&6+07&Avandia&<&3.
06+52&%#+/9\&#$%&rP^;^&3._%d&#$%&r^;O<h&6+07&./9!:"+%2;&a'"&S!)M5G&072&%+((2"2$52
!20622$&Avandia&K&3.&06+52&%#+/9&#$%&./9!:"+%2&6#-&$'0&-0#0+-0+5#//9&-+.$+(+5#$0&#0&622=
J<;&Q72&+$+0+#/&(#//&+$&aEc&6+07&./9!:"+%2&6#-&."2#02"&07#$&6+07&Avandia\&7'62*2"G&07+-
2((250&6#-&/2--&%:"#!/2&'*2"&0+32;&Q72&+38"'*232$0&+$&./9523+5&5'$0"'/&-22$&6+07
Avandia&K&3.&06+52&%#+/9&#0&622=&<Z&6#-&3#+$0#+$2%&07"':.7&622=&J<&'(&072&-0:%9;

Figure 1.  Mean FPG Over Time in a 52-Week Glyburide-Controlled Study

(Error Bars = SE)
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Figure 2.  Mean HbA1c Over Time in a 52-Week Glyburide-Controlled Study

(Error Bars = SE)
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S98'./9523+#&6#-&"28'"02%&+$&M<;Mh&'(&./9!:"+%2>0"2#02%&8#0+2$0-&*2"-:-&^;Jh&,<&3.
06+52&%#+/94&#$%&M;Zh&,K&3.&06+52&%#+/94&'(&8#0+2$0-&0"2#02%&6+07&Avandia;&Q72
+38"'*232$0-&+$&./9523+5&5'$0"'/&62"2&#--'5+#02%&6+07&#&32#$&62+.70&.#+$&'(&M;OJ&=.
#$%&<;TJ&=.&('"&8#0+2$0-&0"2#02%&6+07&<&3.&#$%&K&3.&06+52&%#+/9&'(&AvandiaG&"2-8250+*2/9G
*2"-:-&M;T&=.&+$&./9!:"+%2>0"2#02%&8#0+2$0-;&A$&8#0+2$0-&0"2#02%&6+07&AvandiaG&H>8280+%2G
+$-:/+$G&8"'>+$-:/+$G&#$%&8"'>+$-:/+$&-8/+0&8"'%:50-&62"2&-+.$+(+5#$0/9&"2%:52%&+$&#&%'-2>
'"%2"2%&(#-7+'$G&5'38#"2%&0'&#$&+$5"2#-2&+$&072&./9!:"+%2>0"2#02%&8#0+2$0-;

Combination with Metformin
)&0'0#/&'(&ZO^&8#0+2$0-&6+07&0982&<&%+#!202-&8#"0+5+8#02%&+$&06'&<Z>622=G&"#$%'3+12%G
%':!/2>!/+$%G&8/#52!'_#50+*2>5'$0"'//2%&-0:%+2-&%2-+.$2%&0'&#--2--&072&2((+5#59&'(&)*#$%+#
,"'-+./+0#1'$2&3#/2#024&+$&5'3!+$#0+'$&6+07&320('"3+$;&AvandiaG&#%3+$+-02"2%&+$&2+072"
'$52&%#+/9&'"&06+52&%#+/9&%'-+$.&"2.+32$-G&6#-&#%%2%&0'&072&072"#89&'(&8#0+2$0-&67'&62"2
+$#%2[:#02/9&5'$0"'//2%&'$&#&3#L+3:3&%'-2&,<;J&."#3-_%#94&'(&320('"3+$;

A$&'$2&-0:%9G&8#0+2$0-&+$#%2[:#02/9&5'$0"'//2%&'$&<;J&."#3-_%#9&'(&320('"3+$&,32#$
!#-2/+$2&aEc&<MZ&3._%d&#$%&32#$&!#-2/+$2&S!)M5&R;Rh4&62"2&"#$%'3+12%&0'&"252+*2
Avandia&K&3.&'$52&%#+/9G&Avandia&R&3.&'$52&%#+/9G&'"&8/#52!'&+$&#%%+0+'$&0'&320('"3+$;
)&-0#0+-0+5#//9&-+.$+(+5#$0&+38"'*232$0&+$&aEc&#$%&S!)M5&6#-&'!-2"*2%&+$&8#0+2$0-

BRL-049653/current 000010



0"2#02%&6+07&072&5'3!+$#0+'$-&'(&320('"3+$&#$%&Avandia&K&3.&'$52&%#+/9&#$%&Avandia&R
3.&'$52&%#+/9G&*2"-:-&8#0+2$0-&5'$0+$:2%&'$&320('"3+$&#/'$2&,Q#!/2&K4;

Table 4. Glycemic Parameters in a 26-Week Combination Study

Metformin
Avandia

4 mg

Once daily
+metformin

Avandia
8 mg

once daily
+metformin

N MMP MMZ MM^
FPG (mg/dL)
l#-2/+$2&,32#$4 <MK <MJ <<^
H7#$.2&("'3&!#-2/+$2&,32#$4 Z >PP >KR
B+((2"2$52&("'3
8/#52!'&,#%j:-02%&32#$4 >K^f >JPf
Responders
(≥≥≥≥30 mg/dL decrease
from baseline)

<^h KJh ZMh

HbA1c (%)
l#-2/+$2&,32#$4 R;Z R;T R;T
H7#$.2&("'3&!#-2/+$2&,32#$4 ^;J >^;Z >^;R
B+((2"2$52&("'3&8/#52!'
,#%j:-02%&32#$4 >M;^f >M;<f
Responders
(≥≥≥≥0.7% decrease
from baseline)

MMh KJh J<h

fm^;^^^M&5'38#"2%&0'&320('"3+$;

A$&#&-25'$%&<Z>622=&-0:%9G&8#0+2$0-&6+07&0982&<&%+#!202-&+$#%2[:#02/9&5'$0"'//2%&'$
<;J&."#3-_%#9&'(&320('"3+$&67'&62"2&"#$%'3+12%&0'&"252+*2&072&5'3!+$#0+'$&'(&Avandia
K&3.&06+52&%#+/9&#$%&320('"3+$&,@gM^J4&-7'62%&#&-0#0+-0+5#//9&-+.$+(+5#$0&+38"'*232$0
+$&./9523+5&5'$0"'/&6+07&#&32#$&0"2#032$0&2((250&('"&aEc&'(&rJZ&3._%d&#$%&#&32#$
0"2#032$0&2((250&('"&S!)M5&'(&r^;Rh&'*2"&320('"3+$&#/'$2;&Q72&5'3!+$#0+'$&'(
320('"3+$&#$%&Avandia&"2-:/02%&+$&/'62"&/2*2/-&'(&aEc&#$%&S!)M5&07#$&2+072"&#.2$0
#/'$2;

E#0+2$0-&67'&62"2&+$#%2[:#02/9&5'$0"'//2%&'$&#&3#L+3:3&%'-2&,<;J&."#3-_%#94&'(
320('"3+$&#$%&67'&62"2&-6+0572%&0'&3'$'072"#89&6+07&Avandia&%23'$-0"#02%&/'--&'(
./9523+5&5'$0"'/G&#-&2*+%2$52%&!9&+$5"2#-2-&+$&aEc&#$%&S!)M5;&A$&07+-&."':8G&+$5"2#-2-
+$&dBd&#$%&idBd&62"2&#/-'&-22$;

INDICATIONS AND USAGE
Avandia&+-&+$%+5#02%&#-&3'$'072"#89&#-&#$&#%j:$50&0'&%+20&#$%&2L2"5+-2&0'&+38"'*2
./9523+5&5'$0"'/&+$&8#0+2$0-&6+07&0982&<&%+#!202-&32//+0:-;

BRL-049653/current 000011



Avandia&+-&#/-'&+$%+5#02%&('"&:-2&+$&5'3!+$#0+'$&6+07&320('"3+$&672$&%+20G&2L2"5+-2G&#$%
Avandia&#/'$2&'"&%+20G&2L2"5+-2G&#$%&320('"3+$&#/'$2&%'&$'0&"2-:/0&+$&#%2[:#02&./9523+5
5'$0"'/&+$&8#0+2$0-&6+07&0982&<&%+#!202-;&a'"&8#0+2$0-&+$#%2[:#02/9&5'$0"'//2%&6+07&#
3#L+3:3&%'-2&'(&320('"3+$G&Avandia&-7':/%&!2&#%%2%&0'G&"#072"&07#$&-:!-0+0:02%&('"G
320('"3+$;

C#$#.232$0&'(&0982&<&%+#!202-&-7':/%&+$5/:%2&%+20&5'$0"'/;&H#/'"+5&"2-0"+50+'$G&62+.70
/'--G&#$%&2L2"5+-2&#"2&2--2$0+#/&('"&072&8"'82"&0"2#032$0&'(&072&%+#!20+5&8#0+2$0&!25#:-2
0729&72/8&+38"'*2&+$-:/+$&-2$-+0+*+09;&Q7+-&+-&+38'"0#$0&$'0&'$/9&+$&072&8"+3#"9&0"2#032$0
'(&0982&<&%+#!202-G&!:0&#/-'&+$&3#+$0#+$+$.&072&2((+5#59&'(&%":.&072"#89;&E"+'"&0'&+$+0+#0+'$
'(&072"#89&6+07&)*#$%+#&,"'-+./+0#1'$2&3#/2#024G&-25'$%#"9&5#:-2-&'(&8''"&./9523+5
5'$0"'/G&2;.;G&+$(250+'$G&-7':/%&!2&+$*2-0+.#02%&#$%&0"2#02%;

CONTRAINDICATIONS
Avandia&+-&5'$0"#+$%+5#02%&+$&8#0+2$0-&6+07&=$'6$&7982"-2$-+0+*+09&0'&07+-&8"'%:50&'"&#$9
'(&+0-&5'38'$2$0-;

PRECAUTIONS
General
B:2&0'&+0-&3257#$+-3&'(&#50+'$G&Avandia&+-&#50+*2&'$/9&+$&072&8"2-2$52&'(&+$-:/+$;
Q72"2('"2G&Avandia&-7':/%&$'0&!2&:-2%&+$&8#0+2$0-&6+07&0982&M&%+#!202-&'"&('"&072
0"2#032$0&'(&%+#!20+5&=20'#5+%'-+-;

OvulationN&AvandiaG&/+=2&'072"&07+#1'/+%+$2%+'$2-G&3#9&"2-:/0&+$&"2-:380+'$&'(&'*:/#0+'$
+$&8"232$'8#:-#/G&#$'*:/#0'"9&6'32$&6+07&+$-:/+$&"2-+-0#$52;&As a consequence of
their improved insulin sensitivity, these patients may be at risk for pregnancy if
adequate contraception is not used.

)/07':.7&7'"3'$#/&+3!#/#$52&7#-&!22$&-22$&+$&8"25/+$+5#/&-0:%+2-&,-22&H#"5+$'.2$2-+-G
C:0#.2$2-+-G&A38#+"32$0&'(&a2"0+/+094G&072&5/+$+5#/&-+.$+(+5#$52&'(&07+-&(+$%+$.&+-&$'0
=$'6$;&A(&:$2L82502%&32$-0":#/&%9-(:$50+'$&'55:"-G&072&!2$2(+0-&'(&5'$0+$:2%&072"#89
6+07&Avandia&-7':/%&!2&"2*+262%;

HematologicN&)5"'--&#//&5'$0"'//2%&5/+$+5#/&-0:%+2-G&%25"2#-2-&+$&723'./'!+$&#$%
723#0'5"+0&,32#$&%25"2#-2-&+$&+$%+*+%:#/&-0:%+2-&tM;^&."#3_%d&#$%&tP;PhG&"2-8250+*2/94
62"2&'!-2"*2%&('"&!'07&Avandia&#/'$2&#$%&+$&5'3!+$#0+'$&6+07&320('"3+$;&Q72&57#$.2-
'55:""2%&8"+3#"+/9&%:"+$.&072&(+"-0&K&0'&R&622=-&'(&072"#89&#$%&"23#+$2%&"2/#0+*2/9
5'$-0#$0&072"2#(02";&s7+02&!/''%&52//&5':$0-&#/-'&%25"2#-2%&-/+.70/9&+$&8#0+2$0-&0"2#02%
6+07&Avandia;&Q72&'!-2"*2%&57#$.2-&3#9&!2&"2/#02%&0'&072&+$5"2#-2%&8/#-3#&*'/:32
'!-2"*2%&6+07&0"2#032$0&6+07&)*#$%+#&#$%&7#*2&$'0&!22$&#--'5+#02%&6+07&#$9&-+.$+(+5#$0
723#0'/'.+5&5/+$+5#/&2((250-&,-22&)Bi]FV]&F])HQAU@VG&d#!'"#0'"9&)!$'"3#/+0+2-4;

EdemaN&Avandia&-7':/%&!2&:-2%&6+07&5#:0+'$&+$&8#0+2$0-&6+07&2%23#;&A$&#&5/+$+5#/&-0:%9
+$&72#/079&*'/:$022"-&67'&"252+*2%&Avandia&R&3.&'$52&%#+/9&('"&R&622=-G&072"2&6#-&#
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-0#0+-0+5#//9&-+.$+(+5#$0&+$5"2#-2&+$&32%+#$&8/#-3#&*'/:32&,M;R&3d_=.4&5'38#"2%&0'
8/#52!';

A$&5'$0"'//2%&5/+$+5#/&0"+#/-&'(&8#0+2$0-&6+07&0982&<&%+#!202-G&3+/%&0'&3'%2"#02&2%23#&6#-
"28'"02%&+$&8#0+2$0-&0"2#02%&6+07&Avandia&,V22&)Bi]FV]&F])HQAU@V4;

V+$52&07+#1'/+%+$2%+'$2-&5#$&5#:-2&(/:+%&"202$0+'$G&67+57&5#$&2L#52"!#02&5'$.2-0+*2&72#"0
(#+/:"2G&8#0+2$0-&#0&"+-=&('"&72#"0&(#+/:"2&,8#"0+5:/#"/9&07'-2&'$&+$-:/+$4&-7':/%&!2&3'$+0'"2%
('"&-+.$-&#$%&-9380'3-&'(&72#"0&(#+/:"2&,V22&EF]H)eQAU@VG&Use in Patients with Heart
Failure).

Use in Patients with Heart FailureN&A$&8"25/+$+5#/&-0:%+2-G&07+#1'/+%+$2%+'$2-G&+$5/:%+$.
"'-+./+0#1'$2G&5#:-2%&8/#-3#&*'/:32&2L8#$-+'$&#$%&8"2>/'#%>+$%:52%&5#"%+#5
7982"0"'879;&Q6'&'$.'+$.&257'5#"%+'."#879&-0:%+2-&+$&8#0+2$0-&6+07&0982&<&%+#!202-&,#
J<>622=&-0:%9&6+07&Avandia&K&3.&06+52&%#+/9&?$gRZD&#$%&#&<Z>622=&-0:%9&6+07&R&3.
'$52&%#+/9&?$gT^D4G&7#*2&-7'6$&$'&%2/202"+':-&#/02"#0+'$&+$&5#"%+#5&-0":50:"2&'"&(:$50+'$;
Q72-2&-0:%+2-&62"2&%2-+.$2%&0'&%20250&#&57#$.2&+$&/2(0&*2$0"+5:/#"&3#--&'(&M^h&'"&3'"2;

E#0+2$0-&6+07&@26&k'"=&S2#"0&)--'5+#0+'$&,@kS)4&H/#--&P&#$%&K&5#"%+#5&-0#0:-&62"2&$'0
-0:%+2%&%:"+$.&072&5/+$+5#/&0"+#/-;&Avandia&+-&$'0&+$%+5#02%&+$&8#0+2$0-&6+07&@kS)&H/#--&P
#$%&K&5#"%+#5&-0#0:-&:$/2--&072&2L82502%&!2$2(+0&+-&j:%.2%&0'&':062+.7&072&8'02$0+#/&"+-=;

Hepatic EffectsN&)$'072"&%":.&'(&072&07+#1'/+%+$2%+'$2&5/#--G&0"'./+0#1'$2G&7#-&!22$
#--'5+#02%&6+07&+%+'-9$5"#0+5&728#0'0'L+5+09G&#$%&*2"9&"#"2&5#-2-&'(&/+*2"&(#+/:"2G&/+*2"
0"#$-8/#$0-G&#$%&%2#07&7#*2&!22$&"28'"02%&%:"+$.&8'-03#"=20+$.&5/+$+5#/&:-2;&A$&8"2>
#88"'*#/&5'$0"'//2%&5/+$+5#/&0"+#/-&+$&8#0+2$0-&6+07&0982&<&%+#!202-G&0"'./+0#1'$2&6#-&3'"2
("2[:2$0/9&#--'5+#02%&6+07&5/+$+5#//9&-+.$+(+5#$0&2/2*#0+'$-&'(&728#0+5&2$1932-&,)dQoPp
:882"&/+3+0&'(&$'"3#/4&5'38#"2%&0'&8/#52!'G&#$%&*2"9&"#"2&5#-2-&'(&"2*2"-+!/2&j#:$%+52
62"2&"28'"02%;

A$&5/+$+5#/&-0:%+2-&+$&KJTR&8#0+2$0-&0"2#02%&6+07&AvandiaG&2$5'38#--+$.&#88"'L+3#02/9
PZ^^&8#0+2$0&92#"-&'(&2L8'-:"2G&072"2&6#-&$'&2*+%2$52&'(&%":.>+$%:52%&728#0'0'L+5+09&'"
2/2*#0+'$&'(&)dQ&/2*2/-;

A$&5'$0"'//2%&0"+#/-G&^;<h&'(&8#0+2$0-&0"2#02%&6+07&Avandia&7#%&2/2*#0+'$-&+$&)dQ&oPp&072
:882"&/+3+0&'(&$'"3#/&5'38#"2%&0'&^;<h&'$&8/#52!'&#$%&^;Jh&'$&#50+*2&5'38#"#0'"-;&Q72
)dQ&2/2*#0+'$-&+$&8#0+2$0-&0"2#02%&6+07&Avandia&62"2&"2*2"-+!/2&#$%&62"2&$'0&5/2#"/9
5#:-#//9&"2/#02%&0'&072"#89&6+07&)*#$%+#&,"'-+./+0#1'$2&3#/2#024;

)/07':.7&#*#+/#!/2&5/+$+5#/&%#0#&-7'6&$'&2*+%2$52&'(&Avandia>+$%:52%&728#0'0'L+5+09&'"
)dQ&2/2*#0+'$-G&"'-+./+0#1'$2&+-&-0":50:"#//9&*2"9&-+3+/#"&0'&0"'./+0#1'$2G&67+57&7#-&!22$
#--'5+#02%&6+07&+%+'-9$5"#0+5&728#0'0'L+5+09&#$%&"#"2&5#-2-&'(&/+*2"&(#+/:"2G&/+*2"
0"#$-8/#$0-G&#$%&%2#07;&E2$%+$.&072&#*#+/#!+/+09&'(&072&"2-:/0-&'(&#%%+0+'$#/&/#".2G&/'$.>
02"3&5'$0"'//2%&5/+$+5#/&0"+#/-&#$%&8'-03#"=20+$.&-#(209&%#0#&('//'6+$.&6+%2&5/+$+5#/&:-2&'(
Avandia&0'&3'"2&(://9&%2(+$2&+0-&728#0+5&-#(209&8"'(+/2G&+0&+-&"25'332$%2%&07#0&8#0+2$0-
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0"2#02%&6+07&Avandia&:$%2".'&82"+'%+5&3'$+0'"+$.&'(&/+*2"&2$1932-;&d+*2"&2$1932-
-7':/%&!2&5725=2%&8"+'"&0'&072&+$+0+#0+'$&'(&072"#89&6+07&Avandia&+$&#//&8#0+2$0-;&Q72"#89
6+07&Avandia&-7':/%&$'0&!2&+$+0+#02%&+$&8#0+2$0-&6+07&+$5"2#-2%&!#-2/+$2&/+*2"&2$1932
/2*2/-&,)dQo<;Jp&:882"&/+3+0&'(&$'"3#/4;&A$&8#0+2$0-&6+07&$'"3#/&!#-2/+$2&/+*2"&2$1932-G
('//'6+$.&+$+0+#0+'$&'(&072"#89&6+07&AvandiaG&+0&+-&"25'332$%2%&07#0&/+*2"&2$1932-&!2
3'$+0'"2%&2*2"9&<&3'$07-&('"&072&(+"-0&M<&3'$07-G&#$%&82"+'%+5#//9&072"2#(02";&E#0+2$0-
6+07&3+/%/9&2/2*#02%&/+*2"&2$1932-&,)dQ&/2*2/-&'$2&0'&<;Jp&:882"&/+3+0&'(&$'"3#/4&#0
!#-2/+$2&'"&%:"+$.&072"#89&6+07&Avandia&-7':/%&!2&2*#/:#02%&0'&%202"3+$2&072&5#:-2&'(&072
/+*2"&2$1932&2/2*#0+'$;&A$+0+#0+'$&'(G&'"&5'$0+$:#0+'$&'(G&072"#89&6+07&Avandia&+$&8#0+2$0-
6+07&3+/%&/+*2"&2$1932&2/2*#0+'$-&-7':/%&8"'522%&6+07&5#:0+'$&#$%&+$5/:%2&#88"'8"+#02
5/'-2&5/+$+5#/&('//'6>:8G&+$5/:%+$.&3'"2&("2[:2$0&/+*2"&2$1932&3'$+0'"+$.G&0'&%202"3+$2
+(&072&/+*2"&2$1932&2/2*#0+'$-&"2-'/*2&'"&6'"-2$;&A(&#0&#$9&0+32&)dQ&/2*2/-&+$5"2#-2&0'
oPp&:882"&/+3+0&'(&$'"3#/&+$&8#0+2$0-&'$&072"#89&6+07&AvandiaG&/+*2"&2$1932&/2*2/-
-7':/%&!2&"25725=2%&#-&-''$&#-&8'--+!/2;&A(&)dQ&/2*2/-&"23#+$&oPp&072&:882"&/+3+0&'(
$'"3#/G&072"#89&6+07&Avandia&-7':/%&!2&%+-5'$0+$:2%;

Q72"2&#"2&$'&%#0#&#*#+/#!/2&0'&2*#/:#02&072&-#(209&'(&Avandia&+$&8#0+2$0-&67'&2L82"+2$52
/+*2"&#!$'"3#/+0+2-G&728#0+5&%9-(:$50+'$G&'"&j#:$%+52&67+/2&'$&0"'./+0#1'$2;&Avandia
-7':/%&$'0&!2&:-2%&+$&8#0+2$0-&67'&2L82"+2$52%&j#:$%+52&67+/2&0#=+$.&0"'./+0#1'$2;&a'"
8#0+2$0-&6+07&$'"3#/&728#0+5&2$1932-&67'&#"2&-6+0572%&("'3&0"'./+0#1'$2&0'&AvandiaG&#
M>622=&6#-7':0&+-&"25'332$%2%&!2('"2&-0#"0+$.&072"#89&6+07&Avandia;

A(&#$9&8#0+2$0&%2*2/'8-&-9380'3-&-:..2-0+$.&728#0+5&%9-(:$50+'$G&67+57&3#9&+$5/:%2
:$2L8/#+$2%&$#:-2#G&*'3+0+$.G&#!%'3+$#/&8#+$G&(#0+.:2G&#$'"2L+#&#$%_'"&%#"=&:"+$2G&/+*2"
2$1932-&-7':/%&!2&5725=2%;&Q72&%25+-+'$&672072"&0'&5'$0+$:2&072&8#0+2$0&'$&072"#89&6+07
Avandia&-7':/%&!2&.:+%2%&!9&5/+$+5#/&j:%.32$0&82$%+$.&/#!'"#0'"9&2*#/:#0+'$-;&A(
j#:$%+52&+-&'!-2"*2%G&%":.&072"#89&-7':/%&!2&%+-5'$0+$:2%;

Laboratory Tests
E2"+'%+5&(#-0+$.&!/''%&./:5'-2&#$%&S!)M5&32#-:"232$0-&-7':/%&!2&82"('"32%&0'&3'$+0'"
072"#82:0+5&"2-8'$-2;

d+*2"&2$1932&3'$+0'"+$.&+-&"25'332$%2%&8"+'"&0'&+$+0+#0+'$&'(&072"#89&6+07&Avandia&+$
#//&8#0+2$0-&#$%&82"+'%+5#//9&072"2#(02"&,V22&EF]H)eQAU@VG&Hepatic Effects&#$%
)Bi]FV]&F])HQAU@VG&V2":3&Q"#$-#3+$#-2&d2*2/-4;

Information for Patients
E#0+2$0-&-7':/%&!2&+$('"32%&'(&072&('//'6+$.N

C#$#.232$0&'(&0982&<&%+#!202-&-7':/%&+$5/:%2&%+20&5'$0"'/;&H#/'"+5&"2-0"+50+'$G&62+.70
/'--G&#$%&2L2"5+-2&#"2&2--2$0+#/&('"&072&8"'82"&0"2#032$0&'(&072&%+#!20+5&8#0+2$0&!25#:-2
0729&72/8&+38"'*2&+$-:/+$&-2$-+0+*+09;&Q7+-&+-&+38'"0#$0&$'0&'$/9&+$&072&8"+3#"9&0"2#032$0
'(&0982&<&%+#!202-G&!:0&+$&3#+$0#+$+$.&072&2((+5#59&'(&%":.&072"#89;
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A0&+-&+38'"0#$0&0'&#%72"2&0'&%+20#"9&+$-0":50+'$-&#$%&0'&"2.:/#"/9&7#*2&!/''%&./:5'-2&#$%
./95'-9/#02%&723'./'!+$&02-02%;&E#0+2$0-&-7':/%&!2&+$('"32%&07#0&!/''%&6+//&!2&%"#6$&0'
5725=&072+"&/+*2"&(:$50+'$&8"+'"&0'&072&-0#"0&'(&072"#89&#$%&2*2"9&<&3'$07-&('"&072&(+"-0&M<
3'$07-G&#$%&82"+'%+5#//9&072"2#(02";&E#0+2$0-&6+07&:$2L8/#+$2%&-9380'3-&'(&$#:-2#G
*'3+0+$.G&#!%'3+$#/&8#+$G&(#0+.:2G&#$'"2L+#G&'"&%#"=&:"+$2&-7':/%&+332%+#02/9&"28'"0
072-2&-9380'3-&0'&072+"&879-+5+#$;

Avandia&5#$&!2&0#=2$&6+07&'"&6+07':0&32#/-;

e-2&'(&Avandia&3#9&5#:-2&"2-:380+'$&'(&'*:/#0+'$&+$&8"232$'8#:-#/G&#$'*:/#0'"9
6'32$&6+07&+$-:/+$&"2-+-0#$52;&Q72"2('"2G&5'$0"#5280+*2&32#-:"2-&3#9&$22%&0'&!2
5'$-+%2"2%;

Drug Interactions
Drugs Metabolized by Cytochrome P450

In vitro&%":.&320#!'/+-3&-0:%+2-&-:..2-0&07#0&"'-+./+0#1'$2&%'2-&$'0&+$7+!+0&#$9&'(&072
3#j'"&EKJ^&2$1932-&#0&5/+$+5#//9&"2/2*#$0&5'$52$0"#0+'$-;&In vitro&%#0#&%23'$-0"#02&07#0
"'-+./+0#1'$2&+-&8"2%'3+$#$0/9&320#!'/+12%&!9&HkE<HRG&#$%&0'&#&/2--2"&2L02$0G&<HT;

Avandia&,K&3.&06+52&%#+/94&6#-&-7'6$&0'&7#*2&$'&5/+$+5#//9&"2/2*#$0&2((250&'$&072
87#"3#5'=+$20+5-&'(&$+(2%+8+$2&#$%&'"#/&5'$0"#5280+*2-&,207+$9/2-0"#%+'/&#$%
$'"207+$%"'$24G&67+57&#"2&8"2%'3+$#$0/9&320#!'/+12%&!9&HkEP)K;

GlyburideN&Avandia&,<&3.&06+52&%#+/94&0#=2$&5'$5'3+0#$0/9&6+07&./9!:"+%2&,P;OJ&0'
M^&3._%#94&('"&O&%#9-&%+%&$'0&#/02"&072&32#$&-02#%9>-0#02&<K>7':"&8/#-3#&./:5'-2
5'$52$0"#0+'$-&+$&%+#!20+5&8#0+2$0-&-0#!+/+12%&'$&./9!:"+%2&072"#89;

MetforminN&H'$5:""2$0&#%3+$+-0"#0+'$&'(&Avandia&,<&3.&06+52&%#+/94&#$%&320('"3+$
,J^^&3.&06+52&%#+/94&+$&72#/079&*'/:$022"-&('"&K&%#9-&7#%&$'&2((250&'$&072&-02#%9>-0#02
87#"3#5'=+$20+5-&'(&2+072"&320('"3+$&'"&"'-+./+0#1'$2;

AcarboseN&H'#%3+$+-0"#0+'$&'(&#5#"!'-2&,M^^&3.&07"22&0+32-&%#+/94&('"&O&%#9-&+$&72#/079
*'/:$022"-&7#%&$'&5/+$+5#//9&"2/2*#$0&2((250&'$&072&87#"3#5'=+$20+5-&'(&#&-+$./2&'"#/&%'-2
'(&Avandia;

DigoxinN&F282#0&'"#/&%'-+$.&'(&Avandia&,R&3.&'$52&%#+/94&('"&MK&%#9-&%+%&$'0&#/02"&072
-02#%9>-0#02&87#"3#5'=+$20+5-&'(&%+.'L+$&,^;POJ&3.&'$52&%#+/94&+$&72#/079&*'/:$022"-;

WarfarinN&F282#0&%'-+$.&6+07&Avandia&7#%&$'&5/+$+5#//9&"2/2*#$0&2((250&'$&072&-02#%9>-0#02
87#"3#5'=+$20+5-&'(&6#"(#"+$&2$#$0+'32"-;

EthanolN&)&-+$./2&#%3+$+-0"#0+'$&'(&#&3'%2"#02&#3':$0&'(&#/5'7'/&%+%&$'0&+$5"2#-2&072
"+-=&'(&#5:02&798'./9523+#&+$&0982&<&%+#!202-&32//+0:-&8#0+2$0-&0"2#02%&6+07&Avandia
,"'-+./+0#1'$2&3#/2#024;
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RanitidineN&E"20"2#032$0&6+07&"#$+0+%+$2&,MJ^&3.&06+52&%#+/9&('"&K&%#9-4&%+%&$'0&#/02"&072
87#"3#5'=+$20+5-&'(&2+072"&-+$./2&'"#/&'"&+$0"#*2$':-&%'-2-&'(&"'-+./+0#1'$2&+$&72#/079
*'/:$022"-;&Q72-2&"2-:/0-&-:..2-0&07#0&072&#!-'"80+'$&'(&'"#/&"'-+./+0#1'$2&+-&$'0&#/02"2%&+$
5'$%+0+'$-&#55'38#$+2%&!9&+$5"2#-2-&+$&.#-0"'+$02-0+$#/&8S;

Carcinogenesis, Mutagenesis, Impairment of Fertility
CarcinogenesisN&)&<>92#"&5#"5+$'.2$+5+09&-0:%9&6#-&5'$%:502%&+$&H7#"/2-&F+*2"&HB>M
3+52&#0&%'-2-&'(&^;KG&M;JG&#$%&Z&3._=._%#9&+$&072&%+20&,7+.72-0&%'-2&2[:+*#/2$0&0'
#88"'L+3#02/9&M<&0+32-&7:3#$&)eH&#0&072&3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-24;
V8"#.:2>B#6/29&"#0-&62"2&%'-2%&('"&<&92#"-&!9&'"#/&.#*#.2&#0&%'-2-&'(&^;^JG&^;PG&#$%
<&3._=._%#9&,7+.72-0&%'-2&2[:+*#/2$0&0'&#88"'L+3#02/9&M^&#$%&<^&0+32-&7:3#$&)eH&#0
072&3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-2&('"&3#/2&#$%&(23#/2&"#0-G&"2-8250+*2/94;

F'-+./+0#1'$2&6#-&$'0&5#"5+$'.2$+5&+$&072&3':-2;&Q72"2&6#-&#$&+$5"2#-2&+$&+$5+%2$52&'(
#%+8'-2&7982"8/#-+#&+$&072&3':-2&#0&%'-2-&nM;J&3._=._%#9&,#88"'L+3#02/9&<&0+32-&7:3#$
)eH&#0&072&3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-24;&A$&"#0-G&072"2&6#-&#&-+.$+(+5#$0
+$5"2#-2&+$&072&+$5+%2$52&'(&!2$+.$&#%+8'-2&0+--:2&0:3'"-&,/+8'3#-4&#0&%'-2-&n^;P
3._=._%#9&,#88"'L+3#02/9&<&0+32-&7:3#$&)eH&#0&072&3#L+3:3&"25'332$%2%&7:3#$
%#+/9&%'-24;&Q72-2&8"'/+(2"#0+*2&57#$.2-&+$&!'07&-825+2-&#"2&5'$-+%2"2%&%:2&0'&072
82"-+-02$0&87#"3#5'/'.+5#/&'*2"-0+3:/#0+'$&'(&#%+8'-2&0+--:2;

MutagenesisN&F'-+./+0#1'$2&6#-&$'0&3:0#.2$+5&'"&5/#-0'.2$+5&+$&072&in vitro&!#502"+#/
#--#9-&('"&.2$2&3:0#0+'$G&072&in vitro&57"'3'-'32&#!2""#0+'$&02-0&+$&7:3#$&/9387'5902-G
072&in vivo&3':-2&3+5"'$:5/2:-&02-0G&#$%&072&in vivo/in vitro&"#0&eBV&#--#9;&Q72"2&6#-&#
-3#//&,#!':0&<>('/%4&+$5"2#-2&+$&3:0#0+'$&+$&072&+$&*+0"'&3':-2&/9387'3#&#--#9&+$&072
8"2-2$52&'(&320#!'/+5&#50+*#0+'$;

Impairment of FertilityN&F'-+./+0#1'$2&7#%&$'&2((250-&'$&3#0+$.&'"&(2"0+/+09&'(&3#/2&"#0-
.+*2$&:8&0'&K^&3._=._%#9&,#88"'L+3#02/9&MMZ&0+32-&7:3#$&)eH&#0&072&3#L+3:3
"25'332$%2%&7:3#$&%#+/9&%'-24;&F'-+./+0#1'$2&#/02"2%&2-0"':-&595/+5+09&,<&3._=._%#94
#$%&"2%:52%&(2"0+/+09&,K^&3._=._%#94&'(&(23#/2&"#0-&+$&#--'5+#0+'$&6+07&/'62"&8/#-3#
/2*2/-&'(&8"'.2-02"'$2&#$%&2-0"#%+'/&,#88"'L+3#02/9&<^&#$%&<^^&0+32-&7:3#$&)eH&#0&072
3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-2G&"2-8250+*2/94;&@'&-:57&2((250-&62"2&$'02%&#0
^;<&3._=._%#9&,#88"'L+3#02/9&P&0+32-&7:3#$&)eH&#0&072&3#L+3:3&"25'332$%2%
7:3#$&%#+/9&%'-24;&A$&3'$=29-G&"'-+./+0#1'$2&,^;Z&#$%&K;Z&3._=._%#9\&#88"'L+3#02/9
P&#$%&MJ&0+32-&7:3#$&)eH&#0&072&3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-2G
"2-8250+*2/94&%+3+$+-72%&072&('//+5:/#"&87#-2&"+-2&+$&-2":3&2-0"#%+'/&6+07&5'$-2[:2$0+#/
"2%:50+'$&+$&072&/:02+$+1+$.&7'"3'$2&-:".2G&/'62"&/:02#/&87#-2&8"'.2-02"'$2&/2*2/-G&#$%
#32$'""72#;&Q72&3257#$+-3&('"&072-2&2((250-&#882#"-&0'&!2&%+"250&+$7+!+0+'$&'(&'*#"+#$
-02"'+%'.2$2-+-;

Animal Toxicology
S2#"0&62+.70-&62"2&+$5"2#-2%&+$&3+52&,P&3._=._%#94G&"#0-&,J&3._=._%#94G&#$%&%'.-
,<&3._=._%#94&6+07&"'-+./+0#1'$2&0"2#032$0-&,#88"'L+3#02/9&JG&<<G&#$%&<&0+32-&7:3#$
)eH&#0&072&3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-2G&"2-8250+*2/94;&C'"87'320"+5
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32#-:"232$0&+$%+5#02%&07#0&072"2&6#-&7982"0"'879&+$&5#"%+#5&*2$0"+5:/#"&0+--:2-G&67+57
3#9&!2&%:2&0'&+$5"2#-2%&72#"0&6'"=&#-&#&"2-:/0&'(&8/#-3#&*'/:32&2L8#$-+'$;

Pregnancy
Pregnancy Category C
Q72"2&6#-&$'&2((250&'$&+38/#$0#0+'$&'"&072&23!"9'&6+07&"'-+./+0#1'$2&0"2#032$0&%:"+$.
2#"/9&8"2.$#$59&+$&"#0-G&!:0&0"2#032$0&%:"+$.&3+%>/#02&.2-0#0+'$&6#-&#--'5+#02%&6+07&(20#/
%2#07&#$%&."'607&"20#"%#0+'$&+$&!'07&"#0-&#$%&"#!!+0-;&Q2"#0'.2$+5+09&6#-&$'0&'!-2"*2%&#0
%'-2-&:8&0'&P&3._=.&+$&"#0-&#$%&M^^&3._=.&+$&"#!!+0-&,#88"'L+3#02/9&<^&#$%&OJ&0+32-
7:3#$&)eH&#0&072&3#L+3:3&"25'332$%2%&7:3#$&%#+/9&%'-2G&"2-8250+*2/94;
F'-+./+0#1'$2&5#:-2%&8/#52$0#/&8#07'/'.9&+$&"#0-&,P&3._=._%#94;&Q"2#032$0&'(&"#0-&%:"+$.
.2-0#0+'$&07"':.7&/#50#0+'$&"2%:52%&/+002"&-+12G&$2'$#0#/&*+#!+/+09G&#$%&8'-0$#0#/&."'607G
6+07&."'607&"20#"%#0+'$&"2*2"-+!/2&#(02"&8:!2"09;&a'"&2((250-&'$&072&8/#52$0#G&23!"9'_(20:-G
#$%&'((-8"+$.G&072&$'>2((250&%'-2&6#-&^;<&3._=._%#9&+$&"#0-&#$%&MJ&3._=._%#9&+$&"#!!+0-;
Q72-2&$'>2((250&/2*2/-&#"2&#88"'L+3#02/9&K&0+32-&7:3#$&)eH&#0&072&3#L+3:3
"25'332$%2%&7:3#$&%#+/9&%'-2;

Q72"2&#"2&$'&#%2[:#02&#$%&62//>5'$0"'//2%&-0:%+2-&+$&8"2.$#$0&6'32$;&)*#$%+#
,"'-+./+0#1'$2&3#/2#024&-7':/%&$'0&!2&:-2%&%:"+$.&8"2.$#$59&:$/2--&072&8'02$0+#/&!2$2(+0
j:-0+(+2-&072&8'02$0+#/&"+-=&0'&072&(20:-;

l25#:-2&5:""2$0&+$('"3#0+'$&-0"'$./9&-:..2-0-&07#0&#!$'"3#/&!/''%&./:5'-2&/2*2/-&%:"+$.
8"2.$#$59&#"2&#--'5+#02%&6+07&#&7+.72"&+$5+%2$52&'(&5'$.2$+0#/&#$'3#/+2-&#-&62//&#-
+$5"2#-2%&$2'$#0#/&3'"!+%+09&#$%&3'"0#/+09G&3'-0&2L82"0-&"25'332$%&07#0&+$-:/+$&!2&:-2%
%:"+$.&8"2.$#$59&0'&3#+$0#+$&!/''%&./:5'-2&/2*2/-&#-&5/'-2&0'&$'"3#/&#-&8'--+!/2;

Labor and Delivery
Q72&2((250&'(&"'-+./+0#1'$2&'$&/#!'"&#$%&%2/+*2"9&+$&7:3#$-&+-&$'0&=$'6$;

Nursing Mothers
B":.&"2/#02%&3#02"+#/&6#-&%202502%&+$&3+/=&("'3&/#50#0+$.&"#0-;&A0&+-&$'0&=$'6$&672072"
Avandia&+-&2L5"202%&+$&7:3#$&3+/=;&l25#:-2&3#$9&%":.-&#"2&2L5"202%&+$&7:3#$&3+/=G
Avandia&-7':/%&$'0&!2&#%3+$+-02"2%&0'&#&$:"-+$.&6'3#$;

ADVERSE REACTIONS
A$&5/+$+5#/&0"+#/-G&#88"'L+3#02/9&KZ^^&8#0+2$0-&6+07&0982&<&%+#!202-&7#*2&!22$&0"2#02%&6+07
Avandia\&PP^^&8#0+2$0-&62"2&0"2#02%&('"&Z&3'$07-&'"&/'$.2"&#$%&<^^^&8#0+2$0-&62"2
0"2#02%&('"&M<&3'$07-&'"&/'$.2";

Q72&+$5+%2$52&#$%&0982-&'(&#%*2"-2&2*2$0-&"28'"02%&+$&5/+$+5#/&0"+#/-&'(&Avandia&#-
3'$'072"#89&#"2&-7'6$&+$&Q#!/2&J;
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Table 5. Adverse Events (≥≥≥≥5% in Any Treatment Group) Reported by Patients in Double-
blind Clinical Trials with Avandia as Monotherapy

Avandia
Monotherapy

Placebo Metformin Sulfonylureas*

N = 2526 N = 601 N = 225 N = 626
Preferred Term % % % %
e882"&"2-8+"#0'"9
0"#50&+$(250+'$

T;T R;O R;T O;P

A$j:"9 O;Z K;P O;Z Z;M
S2#%#572 J;T J;^ R;T J;K
l#5=&8#+$ K;^ P;R K;^ J;^
S982"./9523+# P;T J;O K;K R;M
a#0+.:2 P;Z J;^ K;^ M;T
V+$:-+0+- P;< K;J J;P P;^
B+#""72# <;P P;P MJ;Z P;^
S98'./9523+# ^;Z ^;< M;P J;T

fA$5/:%2-&8#0+2$0-&"252+*+$.&./9!:"+%2&,@gJMK4G&./+5/#1+%2&,@gTM4&'"&./+8+1+%2&,@g<M4;

Q72"2&62"2&#&-3#//&$:3!2"&'(&8#0+2$0-&0"2#02%&6+07&Avandia&67'&7#%&#%*2"-2&2*2$0-&'(
#$23+#&#$%&2%23#;&U*2"#//G&072-2&2*2$0-&62"2&.2$2"#//9&3+/%&0'&3'%2"#02&+$&-2*2"+09&#$%
:-:#//9&%+%&$'0&"2[:+"2&%+-5'$0+$:#0+'$&'(&0"2#032$0&6+07&Avandia;

A$&%':!/2>!/+$%&-0:%+2-G&#$23+#&6#-&"28'"02%&+$&M;Th&'(&8#0+2$0-&"252+*+$.&Avandia
5'38#"2%&0'&^;Oh&'$&8/#52!'G&^;Zh&'$&-:/('$9/:"2#-&#$%&<;<h&'$&320('"3+$;&]%23#
6#-&"28'"02%&+$&K;Rh&'(&8#0+2$0-&"252+*+$.&Avandia&5'38#"2%&0'&M;Ph&'$&8/#52!'G&M;^h
'$&-:/('$9/:"2#-G&#$%&<;<h&'$&320('"3+$;&U*2"#//G&072&0982-&'(&#%*2"-2&2L82"+2$52-
"28'"02%&672$&Avandia&6#-&:-2%&+$&5'3!+$#0+'$&6+07&320('"3+$&62"2&-+3+/#"&0'&07'-2
%:"+$.&3'$'072"#89&6+07&Avandia;&F28'"0-&'(&#$23+#&,O;Mh4&62"2&."2#02"&+$&8#0+2$0-
0"2#02%&6+07&#&5'3!+$#0+'$&'(&Avandia&#$%&320('"3+$&5'38#"2%&0'&3'$'072"#89&6+07
Avandia;

d'62"&8"2>0"2#032$0&723'./'!+$_723#0'5"+0&/2*2/-&+$&8#0+2$0-&2$"'//2%&+$&072&320('"3+$
5'3!+$#0+'$&5/+$+5#/&0"+#/-&3#9&7#*2&5'$0"+!:02%&0'&072&7+.72"&"28'"0+$.&"#02&'(&#$23+#&+$
072-2&-0:%+2-&,-22&d#!'"#0'"9&)!$'"3#/+0+2-G&S23#0'/'.+54;

Laboratory Abnormalities
HematologicN&B25"2#-2-&+$&32#$&723'./'!+$&#$%&723#0'5"+0&'55:""2%&+$&#&%'-2>"2/#02%
(#-7+'$&+$&8#0+2$0-&0"2#02%&6+07&Avandia&,32#$&%25"2#-2-&+$&+$%+*+%:#/&-0:%+2-&:8&0'&M;^
."#3_%d&723'./'!+$&#$%&:8&0'&P;Ph&723#0'5"+04;&Q72&0+32&5':"-2&#$%&3#.$+0:%2&'(
%25"2#-2-&62"2&-+3+/#"&+$&8#0+2$0-&0"2#02%&6+07&#&5'3!+$#0+'$&'(&Avandia&#$%&320('"3+$
'"&3'$'072"#89;&E"2>0"2#032$0&/2*2/-&'(&723'./'!+$&#$%&723#0'5"+0&62"2&/'62"&+$
8#0+2$0-&+$&320('"3+$&5'3!+$#0+'$&-0:%+2-&#$%&3#9&7#*2&5'$0"+!:02%&0'&072&7+.72"
"28'"0+$.&"#02&'(&#$23+#;&s7+02&!/''%&52//&5':$0-&#/-'&%25"2#-2%&-/+.70/9&+$&8#0+2$0-
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0"2#02%&6+07&Avandia;&B25"2#-2-&+$&723#0'/'.+5&8#"#3202"-&3#9&!2&"2/#02%&0'&+$5"2#-2%
8/#-3#&*'/:32&'!-2"*2%&6+07&0"2#032$0&6+07&Avandia;

LipidsN&H7#$.2-&+$&-2":3&/+8+%-&7#*2&!22$&'!-2"*2%&('//'6+$.&0"2#032$0&6+07&Avandia
,-22&HdA@AH)d&ES)FC)HUdUckG&E7#"3#5'%9$#3+5-&#$%&H/+$+5#/&]((250-4;

Serum Transaminase LevelsN&A$&5/+$+5#/&-0:%+2-&+$&KJTR&8#0+2$0-&0"2#02%&6+07&)*#$%+#
,"'-+./+0#1'$2&3#/2#024&2$5'38#--+$.&#88"'L+3#02/9&PZ^^&8#0+2$0&92#"-&'(&2L8'-:"2G
072"2&6#-&$'&2*+%2$52&'(&%":.>+$%:52%&728#0'0'L+5+09&'"&2/2*#02%&)dQ&/2*2/-;

A$&5'$0"'//2%&0"+#/-G&^;<h&'(&8#0+2$0-&0"2#02%&6+07&Avandia&7#%&"2*2"-+!/2&2/2*#0+'$-&+$
)dQ&oPp&072&:882"&/+3+0&'(&$'"3#/&5'38#"2%&0'&^;<h&'$&8/#52!'&#$%&^;Jh&'$&#50+*2
5'38#"#0'"-;&S982"!+/+":!+$23+#&6#-&(':$%&+$&^;Ph&'(&8#0+2$0-&0"2#02%&6+07&Avandia
5'38#"2%&6+07&^;Th&0"2#02%&6+07&8/#52!'&#$%&Mh&+$&8#0+2$0-&0"2#02%&6+07&#50+*2
5'38#"#0'"-;

A$&072&5/+$+5#/&8"'."#3&+$5/:%+$.&/'$.>02"3G&'82$>/#!2/&2L82"+2$52G&072&"#02&82"&M^^
8#0+2$0&92#"-&2L8'-:"2&'(&)dQ&+$5"2#-2&0'&oPp&072&:882"&/+3+0&'(&$'"3#/&6#-&^;PJ&('"
8#0+2$0-&0"2#02%&6+07&AvandiaG&^;JT&('"&8/#52!'>0"2#02%&8#0+2$0-G&#$%&^;OR&('"&8#0+2$0-
0"2#02%&6+07&#50+*2&5'38#"#0'"&#.2$0-;

A$&8"2>#88"'*#/&5/+$+5#/&0"+#/-G&072"2&62"2&$'&5#-2-&'(&+%+'-9$5"#0+5&%":.&"2#50+'$-&/2#%+$.
0'&728#0+5&(#+/:"2&,V22&EF]H)eQAU@VG&Hepatic Effects4;

DOSAGE AND ADMINISTRATION
Q72&3#$#.232$0&'(&#$0+%+#!20+5&072"#89&-7':/%&!2&+$%+*+%:#/+12%;

Monotherapy
Q72&:-:#/&-0#"0+$.&%'-2&'(&Avandia&+-&K&3.&#%3+$+-02"2%&2+072"&#-&#&-+$./2&%'-2&'$52&%#+/9
'"&+$&%+*+%2%&%'-2-&06+52&%#+/9;&a'"&8#0+2$0-&67'&"2-8'$%&+$#%2[:#02/9&('//'6+$.&M<
622=-&'(&0"2#032$0&#-&%202"3+$2%&!9&"2%:50+'$&+$&aEcG&072&%'-2&3#9&!2&+$5"2#-2%&0'&R&3.
#%3+$+-02"2%&#-&#&-+$./2&%'-2&'$52&%#+/9&'"&+$&%+*+%2%&%'-2-&06+52&%#+/9;&F2%:50+'$-&+$
./9523+5&8#"#3202"-&!9&%'-2&#$%&"2.+32$&#"2&%2-5"+!2%&:$%2"&HdA@AH)d
ES)FC)HUdUckG&H/+$+5#/&]((+5#59;&A$&5/+$+5#/&0"+#/-G&072&K&3.&06+52&%#+/9&"2.+32$
"2-:/02%&+$&072&."2#02-0&"2%:50+'$&+$&aEc&#$%&S!)M5;

Combination Therapy with Metformin
Q72&:-:#/&-0#"0+$.&%'-2&'(&Avandia&+$&5'3!+$#0+'$&6+07&320('"3+$&+-&K&3.&#%3+$+-02"2%
#-&2+072"&#&-+$./2&%'-2&'$52&%#+/9&'"&+$&%+*+%2%&%'-2-&06+52&%#+/9;&Q72&%'-2&'(&Avandia
3#9&!2&+$5"2#-2%&0'&R&3._%#9&('//'6+$.&M<&622=-&'(&072"#89&+(&072"2&+-&+$-:((+5+2$0
"2%:50+'$&+$&aEc;&Avandia&3#9&!2&#%3+$+-02"2%&#-&#&-+$./2&%#+/9&%'-2&+$&072&3'"$+$.G&'"
%+*+%2%&#$%&#%3+$+-02"2%&+$&072&3'"$+$.&#$%&2*2$+$.;

Avandia&3#9&!2&0#=2$&6+07&'"&6+07':0&(''%;
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@'&%'-#.2&#%j:-032$0-&#"2&"2[:+"2%&('"&072&2/%2"/9;

@'&%'-#.2&#%j:-032$0&+-&$252--#"9&672$&Avandia&+-&:-2%&#-&3'$'072"#89&+$&8#0+2$0-&6+07
"2$#/&+38#+"32$0;&V+$52&320('"3+$&+-&5'$0"#+$%+5#02%&+$&-:57&8#0+2$0-G&5'$5'3+0#$0
#%3+$+-0"#0+'$&'(&320('"3+$&#$%&Avandia&+-&#/-'&5'$0"#+$%+5#02%&+$&8#0+2$0-&6+07&"2$#/
+38#+"32$0;

Q72"#89&6+07&Avandia&-7':/%&$'0&!2&+$+0+#02%&+(&072&8#0+2$0&2L7+!+0-&5/+$+5#/&2*+%2$52&'(
#50+*2&/+*2"&%+-2#-2&'"&+$5"2#-2%&-2":3&0"#$-#3+$#-2&/2*2/-&,)dQ&o<;Jp&072&:882"&/+3+0&'(
$'"3#/&#0&-0#"0&'(&072"#894&,V22&EF]H)eQAU@VG&Hepatic Effects&#$%&HdA@AH)d
ES)FC)HUdUckG&S28#0+5&A38#+"32$04;&d+*2"&2$1932&3'$+0'"+$.&+-&"25'332$%2%&+$
#//&8#0+2$0-&8"+'"&0'&+$+0+#0+'$&'(&072"#89&6+07&Avandia&#$%&82"+'%+5#//9&072"2#(02"&,V22
EF]H)eQAU@VG&Hepatic Effects4;

Q72"2&#"2&$'&%#0#&'$&072&:-2&'(&Avandia&+$&8#0+2$0-&:$%2"&MR&92#"-&'(&#.2\&072"2('"2G&:-2
'(&Avandia&+$&82%+#0"+5&8#0+2$0-&+-&$'0&"25'332$%2%;

OVERDOSAGE
d+3+02%&%#0#&#"2&#*#+/#!/2&6+07&"2.#"%&0'&'*2"%'-#.2&+$&7:3#$-;&A$&5/+$+5#/&-0:%+2-&+$
*'/:$022"-G&)*#$%+#&,"'-+./+0#1'$2&3#/2#024&7#-&!22$&#%3+$+-02"2%&#0&-+$./2&'"#/&%'-2-&'(
:8&0'&<^&3.&#$%&6#-&62//>0'/2"#02%;&A$&072&2*2$0&'(&#$&'*2"%'-2G&#88"'8"+#02&-:88'"0+*2
0"2#032$0&-7':/%&!2&+$+0+#02%&#-&%+50#02%&!9&072&8#0+2$0b-&5/+$+5#/&-0#0:-;

HOW SUPPLIED

TabletsN&]#57&82$0#.'$#/&(+/3>5'#02%&Q+/0#! &0#!/20&5'$0#+$-&"'-+./+0#1'$2&#-&072&3#/2#02
#-&('//'6-N&<&3.r8+$=G&%2!'--2%&6+07&Vl&'$&'$2&-+%2&#$%&<&'$&072&'072"\
K&3.r'"#$.2G&%2!'--2%&6+07&Vl&'$&'$2&-+%2&#$%&K&'$&072&'072"\&R&3.r"2%>!"'6$G
%2!'--2%&6+07&Vl&'$&'$2&-+%2&#$%&R&'$&072&'072";

<&3.&!'00/2-&'(&P^N&@BH&^^<T>PMJR>MP
<&3.&!'00/2-&'(&Z^N&@BH&^^<T>PMJR>MR
<&3.&!'00/2-&'(&M^^N&@BH&^^<T>PMJR><^
<&3.&!'00/2-&'(&J^^N&@BH&^^<T>PMJR><J
<&3.&VeE&M^^-N&@BH&^^<T>PMJR><M

K&3.&!'00/2-&'(&P^N&@BH&^^<T>PMJT>MP
K&3.&!'00/2-&'(&Z^N&@BH&^^<T>PMJT>MR
K&3.&!'00/2-&'(&M^^N&@BH&^^<T>PMJT><^
K&3.&!'00/2-&'(&J^^N&@BH&^^<T>PMJT><J
K&3.&VeE&M^^-N&@BH&^^<T>PMJT><M

R&3.&!'00/2-&'(&P^N&@BH&^^<T>PMZ^>MP
R&3.&!'00/2-&'(&M^^N&@BH&^^<T>PMZ^><^
R&3.&!'00/2-&'(&J^^N&@BH&^^<T>PMZ^><J
R&3.&VeE&M^^-N&@BH&^^<T>PMZ^><M

BRL-049653/current 000020



STORAGE
V0'"2&#0&<JXH&,OOXa4\&2L5:"-+'$-&MJX>P^XH&,JTX>RZXa4;&B+-82$-2&+$&#&0+.70G&/+.70>"2-+-0#$0
5'$0#+$2";

B)Q]&Ua&AVVe)@H]&UHQ;&MTTT

uV3+07Y/+$2&l2257#3G&MTTT Fp&'$/9

SmithKline Beecham Pharmaceuticals
E7+/#%2/87+#G&E)&MTM^M

)iNd<

BRL-049653/current 000021


